Objectives: The objective of this work was to characterize the pharmacokinetics of ABT-494 with the extended-release formulation that is currently being utilized in Phase 3. Methods: Comparison of ABT-494 pharmacokinetics from the immediate-release and extended-release formulations was conducted following multiple-dose administration in healthy subjects. Two cohorts of subjects were evaluated. In the first cohort, healthy subjects (N=12) received multiple 15 mg QD doses of the extended-release tablet formulation and multiple 6 mg BID doses of the immediate-release capsule formulation for 7 days. In the second cohort, healthy subjects (N=12) received multiple 30 mg QD doses of the extended-release tablet formulation and multiple 12 mg BID doses of the immediate-release capsule formulation for 7 days. Both evaluations were conducted following an open-label, randomized, 2-period, 2-sequence, crossover design under fasting conditions. ABT-494 plasma concentrations were measured and pharmacokinetic parameters were calculated using non-compartmental analyses. Background: Methotrexate is the anchor drug used most widely as monotherapy or combination therapy with other DMARDS & biologics in treatment of RA. It is widely perceived by clinicians to have potentially dangerous adverse effects (AE). The present study was designed to assess safety of long term methotrexate in patients with RA on standard care in clinical practice. Objectives: To evaluate the safety of long term methorexate therapy in patients with RA Methods: RA patients on methotrexate therapy at recommended doses (15-25 mg per week) as monotherapy or in combination with other conventional dmards or biologics for over 4 years were enrolled between Jan 2016 to Dec 2016. Since the objective was to assess safety, those patients initiated on methotrexate 4 years ago but had discontinued due to adverse effects were also included. Patients were analysed with a questionnaire and review of past records from the clinic. The questionnaire included questions about duration and compliance of methotrexate therapy, any untoward effects that patient felt were due to methotrexate and direct questions related to known methotrexate side effects. Investigations were reviewed from past records.Data were presented by 1-year intervals starting from the time patient received first dose of methotrexate. Adverse events (AE), rate of discontinuation and abnormal laboratory results were analysed per 100 patient (pt.) years in 1 year intervals. Results:
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Results:
Females, no. The cumulative exposure to methotrexate was 926 patient years. Of 228 patients, 218 continued methotrexate through 4 years. Overall 10 patients discontinued methotrexate over 4 years, 5 due to GI intolerance and 1 due skin allergy in the first year. In subsequent years 2 patients were withdrawn due to chronic cough, 1 due to raised transaminases and 1 patient after severe infection and pancytopenia. Incidence of AEs, severe AEs, infections, laboratory abnormalities and discontinuations due to AE's declined during 4 years exposure. The most common AEs included nausea and dyspepsia (24.6/ 100 pt. years in first year with declining incidence through 4 years). The second most common AE reported was infections (7/100 pt. years). Most common infections were mild UTI & respiratory tract infections.14 patients initially asymptomatic or having mild nausea reported significantly increased nausea in year 4 and beyond, all responding to reduction of methotrexate dose. The incidence of severe AE that needed hospitalisation &/ or discontinuation of methotrexate was 2.6/100 pt. years in year 1 with declining events over time. The cumulative risk of serious AE over 4 years was 1.2/ 100 pt. years. For a comparative analysis of the efficiency of anticoagulant therapy, each patient group was divided into 2 subgroups by type of drug therapy. The first -nadroparin calcium (the drug therapy was started for 12 hours after the operation at a dose of 0.1 ml per 10 kg of body weight one time per day), the second -nadroparin calcium with transfer to dabigatran etexilate (the first stage of 4 hours after the operation was started therapy by nadroparin calcium, and then after the removal of the epidural catheter moved to the dabigatran etexilate).Doppler ultrasonography (DUS) was routinely performed preoperatively and on postoperative day 7, 14, then 1 time a month for diagnosing a deep venous thrombosis (DVT). Time of observation was 6 months. Results: DVT were reported in 8 (4.8%) patients, 2 of them (1.2%) with RA and 6 (3.4%) with OA. Distal DVT developed on 8 and 17 days after total hip replacement in RA patient's group. They received nadroparin calcium only. 5 patients with VTE after surgery from OA group used nadroparin calcium and 1 patient was on combined drug therapy. Of the 8 cases of VTE -6 (75%) were asymptomatic and 2 (25%) with development of clinical and laboratory picture. All cases of thrombosis in a group of RA was asymptomatic. In a perioperative period of clinically significant bleeding was not seen. Background: Biologics represent a rapidly growing class of approved and investigational drugs routinely used to treat multiple diseases, including inflammatory and rheumatic diseases 1 . Unfortunately, the success of such therapeutics is
Conclusions

